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Supplementary figure 2: Definition of bound, associated and unbound states A) Histogram of the Asp189-Benzamidine distance computed from all trajectories. The first maximum at about 3 Å originates from the most stable bound state the second maximum at about 11 Å originates from the associated (pre-bound) states. Based on this histogram, cutoffs of 6 and 15 Å (red lines) were used to distinguish bound, associated and unbound states. B) Binding free energy calculated based on the stationary distribution as a function of the cutoff. For each cutoff the binding free energy is determined as the free energy difference between states inside and outside the cutoff. Blue line and error bars: probability remaining in the given metastable state after starting all probability in that state, observed from trajectory data after time t. Green line: prediction of the Markov model transition matrix P(τ ) estimated at τ = 30 ns.
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Supplementary figure 6: Calcium coordination
Change of the calcium coordination between the PDB structure 3PTB (left) and the magenta conformation (right). In all other conformations the calcium binding is the same as in the PDB 3PTB.
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Supplementary figure 7: Differences between magenta (X-ray like) and green (hub) conformations
Differences between the green kinetic hub conformation and the magenta X-ray like conformations are highlighted here, including the calcium binding loop (residues 71 to 79), a binding pocket forming loop (residues 214 to 220) and the peripheral loop+helix formed (residues 164 to 177).
Supplementary figure 8: TICA coordinates and PCCA sets
Coordinates of microstates (bullets) and PCCA sets plotted in the space of the 1st/2nd (left) and 2nd/3rd (right) TICA coordinate. The colors correspond to the color coding introduced in Figure 3 (main text).
